KADIAN® Cll
(morphine sulfate extended-release) Capsules

R only

WARNING:

KADIAN® contains morphine sulfate, an opioid agonist and a Schedule Il controlled substance, with an

abuse liability similar to other opioid analgesics. KADIAN® can be abused in a manner similar to other

opioid agonists, legal or illicit. This should be considered when prescribing or dispensing KADIAN® in

gl_tuati_ons where the physician or pharmacist is concerned about an increased risk of misuse, abuse or
iversion.

KADIAN® capsules are an extended-release oral formulation of morphine sulfate indicated for the
management of moderate to severe pain when a continuous, around-the-clock opioid analgesic is
needed for an extended period of time.

KADIAN® Capsules are NOT for use as a prn analgesic.

KADIAN® 100 mg and 200 mg Capsules ARE FOR USE IN OPIOID-TOLERANT PATIENTS ONLY.
Ingestion of these capsules or of the pellets within the capsules may cause fatal respiratory depression
when administered to patients not already tolerant to high doses of opioids.

KADIAN® CAPSULES ARE TO BE SWALLOWED WHOLE OR THE CONTENTS OF THE CAPSULES SPRINKLED ON
APPLE SAUCE. THE PELLETS IN THE CAPSULES ARE NOT TO BE CHEWED, CRUSHED, OR DISSOLVED DUE TO
THE RISK OF RAPID RELEASE AND ABSORPTION OF A POTENTIALLY FATAL DOSE OF MORPHINE.

Important Safety Information

+ KADIAN® s contraindicated in patients with a known hypersensitivity to morphine, morphine salts or any of the
capsule components, or in any situation where opioids are contraindicated. This includes in patients with
respiratory depression (in the absence of resuscitative equipment or in unmonitored settings), and in patients
with acute or severe bronchial asthma or hypercarbia.

KADIAN® is contraindicated in any patient who has or is suspected of having paralytic ileus.

Care should be taken in the prescribing of the 100 m?hand 200 mg capsule strengths. Patients should
be instructed against use by individuals other than the patient for whom it was prescribed, as such
inappropriate use may have severe medical consequences, including death.

+ KADIAN® may be expected to have additive effects when used in conjunction with alcohol, other opioids, or
illicit drugs that cause central nervous system depression because respiratory depression, hypotension, and
profound sedation or coma may result.

* Respiratory depression is the chief hazard of all morphine preparations. Respiratory depression occurs more
frequently in elderly and debilitated patients, and those sufferm% from conditions accompanied by hypoxia,
hyi)ercapnia, or upper airway obstruction (when even moderate therapeutic doses may significantly decrease
pulmonary ventilation).

KADIAN® should be used with extreme caution in patients with chronic obstructive pulmonary disease or cor
ﬁulmonale, and in patients having a substantially decreased respiratory reserve (e.g. severe kyphoscoliosis),

ypoxia, hypercapnia, or pre-existing respiratory depression. In such patients, even usual therapeutic doses of
morphine may increase airway resistance and decrease respiratory drive to the J)omt of apnea. In these
patients, alternative non-opioid analgesics should be considered, and opioids should be employed only under
careful medical supervision at the lowest effective dose.

+ The respiratory depressant effects of morphine with carbon dioxide retention and secondary elevation of
cerebrospinal fluid pressure may be markedly exaggerated in the presence of head injury, other
intracraniallesions, or a pre-existing increase in intracranial pressure. KADIAN® produces effects which may
obscure neurologic signs of further increases in pressure in patients with head injuries. Morphine should only
be administered under such circumstances when considered essential and then with extreme care.

+ KADIAN® may cause severe hypotension. There is an added risk to individuals whose ability to maintain blood
pressure has already been compromised by a reduced blood volume, or a concurrent administration of drugs
such as phenothiazines or general anesthetics. (see PRECAUTIONS - Drug Interactions section of Full
Pr$50{iblng Information.) KADIAN® may produce orthostatic hypotension and syncope in ambulatory
patients.

KADIAN®, like all opioid analgesics, should be administered with caution to patients in circulatory shock, as
vasodilation produced by the drug may further reduce cardiac output and blood pressure.




+ KADIAN® should be used with great caution and in reduced dosage in patients who are concurrently receiving
other central nervous system depressants including sedatives or hypnotics, general anesthetics,
phenothiazines, other tranquilizers, and alcohol because respiratory depression, hypotension, and profound
sedation or coma may result.

+ KADIAN® should not be given to patients with gastrointestinal obstruction, particularly paralytic ileus, as there
is a risk of the product remaining In the stomach for an extended period and the subsequent release of a bolus
of morphine when normal gut motility is restored. As with other solid morphine formulations diarrhea may
reduce morphine absorption.

+ Opioid analgesics have a narrow therapeutic index in certain patient populations, especially when combined
with CNS depressant drugs, and should be reserved for cases where the benefits of opioid analgesia
outweigh the known risks of respiratory depression, altered mental state, and postural hypotension.

. Thedatdministration of KADIAN® may obscure the diagnosis or clinical course in patients with acute abdominal
conditions.

+ KADIAN® may aggravate pre-existing convulsions in patients with convulsive disorders.

+ Patients taking KADIAN® who are scheduled for cordotomy or other interruption of pain transmission pathways
should have KADIAN® ceased 24 hours prior to the procedure and the pain controlled by parenteral short-
acting opioids. In addition, the post-procedure titration of analgesics for such patients should be individualized
to avoid either over sedation or withdrawal syndromes.

+ KADIAN® may cause spasm of the sphincter of Oddi and should be used with caution in patients with biliary
tract disease, including acute pancreatitis. Opioids may cause increases in the serum amylase level.

* Tolerance is the need for increasing doses of opioids to maintain a defined effect such as analgesia (in the
absence of disease progression or other external factors). Physical dependence is manifested by withdrawal
symptoms after abrupt discontinuation of a drug or upon administration of an antagonist. Physical dependence
and tolerance are not unusual during chronic opioid therapy.

+ KADIAN® should be administered with caution, and in reduced dosa%es in elderly or debilitated patients;
ﬁahents with severe renal or hepatic insufficiency; patients with Addison's disease; myxedema;
ypothyroidism; prostatic hypertrophy or urethral stricture.

Caution should also be exercised in the administration of KADIAN® to patients with CNS depression, toxic
psychosis, acute alcoholism and delirium tremens, and convulsive disorders.

KADIAN® may impair the mental and/or physical abilities needed to perform potentially hazardous activities
such as driving a car or operating machinery. Patients must be cautioned accordmgI?/. Patients should also be
warned about the potential combined effects of KADIAN® with other CNS depressants, includin? other opioids,
Fhfenoth|t@2|n)es, sedative/hypnotics and alcohol (see Drug Interactions section of Full

nformation).

+ CNS Depressants: Morphine should be used with great caution and in reduced dosage in patients who are
concurrently receiving other central nervous system (CNS) depressants includin% sedatives, hypnotics,
general anesthetics, antiemetics, phenothiazines, other tranquilizers and alcohol because of the risk of
respiratory depression, hypotension and profound sedation or coma.

* Muscle Relaxants: KADIAN® may enhance the neuromuscular blocking action of skeletal relaxants and
produce an increased degree of respiratory depression.

* Mixed Agonist/Antagonist Opioid Analgesics: A%onist/antagqnist analgesics (i.e., pentazocine, nalbuphine, and
butorphanol) should be administered with caution to a patient who has received or is receiving a course of
therapy with a pure opioid agonist analgesic such as KADIAN®.

* Monoamine Oxidase Inhibitors %MAOlS)Z MAOIs have been reported to intensify the effects of at least one
opioid drug causing anxiety, confusion and significant depression of respiration or coma. KADIAN® should not
be used in patients taking MAOIs or within 14 days of stopping such treatment.

* There is an isolated report of confusion and severe respiratory depression when a hemodialysis patient was
concurrently administered morphine and cimetidine.

* Morphine can reduce the efficacy of diuretics by inducin? the release of antidiuretic hormone. Morphine m.ag
alsotletad to acute retention of urine by causing spasm of the sphincter of the bladder, particularly in men wit
prostatism.

+ The most serious adverse events associated with KADIAN® and other opioid analgesics are respiratory
depression, respiratory arrest, apnea, circulatory depression, cardiac arrest, hypotension, and/or shock.

* The most frequent adverse events are drowsiness, dizziness, constipation, and nausea.
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